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The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
. THE MAILING DATE OF THIS COMMUNICATION. 

' - Extensions of time may be available under the provisions of 37 CFR 1 136(a) In no event, however, may a reply be timely filed 

after SIX (6) MONTHS from the mailing date of this communication 
j - If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the maiimg date of this communication 

- Failure to reply within the set or extended period for reply will by statute cause the application to become ABANDONED (35 U S C §133) 
! - Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 

earned patent term adjustment See 37 CFR 1 704(b) 

Status 

1 )0 Responsive to communication(s) filed on 25 November 2002 . 

2a)n This action is FINAL. 2b)[3 This action is non-final. 

3)0 Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 
, closed in accordance with the practice under Ex parte Quayte, 1935 CD. 1 1 , 453 O.G. 213. 

! Disposition of Claims 

| 4)[x] Claim(s) 1-9 and 21-28 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

SO Claim(s) is/are allowed. 

6)0 Claim(s) 1-9 and 21-28 is/are rejected. 
I 7)Q Claim(s) is/are objected to. 

| 8)E] Claim(s) are subject to restriction and/or election requirement. 

' Application Papers 

1 9)0 The specification is objected to by the Examiner. 

! 10)n The drawing(s) filed on is/are: a)D accepted or b)d objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

1 1 )□ The proposed drawing correction filed on is: a)0 approved b)\Z\ disapproved by the Examiner. 

| If approved, corrected drawings are required in reply to this Office action. 

| 12)0 The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

1 3) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

aOAII b)D Some*c)D None of: 

! 1 LJ Certified copies of the priority documents have been received. 

2.Q Certified copies of the priority documents have been received in Application No. . 

30 Copies of the certified copies of the priority documents have been received in this National Stage 
! application from the International Bureau (PCT Rule 17.2(a)). 

* See the attached detailed Office action for a list of the certified copies not received. 

14) Q Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 119(e) (to a provisional application) 

a) Q The translation of the foreign language provisional application has been received. 

1 5) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121 . 

Attachment(s) 

1) □ Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-413) Paper No(s). 



2) Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) Q Notice of Informal Patent Application (PTO-152) 

3) O Information Disclosure Statement(s) (PTO-1449) Paper No(s) . 6) Q Other: 

PTO-326 (Rev. 04-01 ) Office Action Summary Part of Paper No. 1£ 
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OFT AILED ACTION 



This Non-Final Office Action is a response to the "Amendment and Response" filed 25 
November 2002 (Paper No. 1 7) in reply to the Non-Final Office Action mailed 20 May 2002 
(Paper No. 13). (Maims 1-9 were considered in Paper No. 13. Claim 1 was amended and claims 
10-17 w ere added in Paper No. 1 7. 

Because the application as filed contained claims 10-20, which w ere canceled by 
amendment in Paper No. 4 (filed 10 September 1999), claims filed as 10-17 in Paper No. 17 have 
been entered as claims 21-28, respectively. Therefore, claims 1-9 and 21-28 are pending and 
under consideration in the application. 



Claims 22-24 are objected to because of the follow ing informalities: As a consequence 
of the claims being renumbered, the dependency of the claims is incorrect. The claims should be 
amended such that they depend from the proper base claims. For the purpose of examination it 
has been assumed that claims 22 and 23 should depend from claim 21 and that claim 24 should 
depend from claim 23. Appropriate correction is required. 

Response to Amendment 

(Maim Rejections - 35 CSC ^ 102 

Rejection of claims 1 -3 and 6-8 under 35 I .S.C. $ 1 02(e) as anticipated by Wiener ei al. 
is withdrawn in view' of the amendments to the claims and arguments of record in Paper No. 1 7. 



Claim Objections 
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Claim Re je ctions - 35 CSC ^ 103 

Rejection of claims 1 -3 and 6-8 under 35 I \S.C. ^ 1 03(a) is withdrawn in view of the 
amendments to the claims and arguments of record in Paper No. 17. 

Claim 9 stands rejected under 35 I '.S.C. $ 103(a) as unpatentable over Weiner in view of 
Crabtree ct al. for reasons of record in Paper No. 13. .Applicant's arguments in Paper No. 17 
regarding the patentability of the claim are based on the limitation of claim 1 to a virus. 
However, claim 9 is directed to a kit including the vector of claim 1 , which is comprised within 
the virus of claim I . Therefore, claim 9 is not limited to a virus and remains unpatentable over 
the prior art for the reasons of record. 

New ly added claims 21-28 are free of the art of record for reasons prov ided under the 
heading of "Allow able Subject Matter" in Paper No. 6. 



Xew Grounds for Rejection 

Doub l e Pa ten tnm 

Applicant is advised that should claims 6-9 be found allowable, claims 25-28 will be 
objected to under 37 CFR 1 .75 as being a substantial duplicate thereof. When two claims in an 
application are duplicates or else are so close in content that they both cover the same thing, 
despite a slight difference in wording, it is proper after allowing one claim to object to the other 
as being a substantial duplicate of the allowed claim. See MPhP $ 7()6.()3(k). 
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In the interest of compact prosecution, the claims have been examined on the merits with 
the assumption that applicant intends that the claims depend from claim 21, rather than claim 1. 
Amending the claims accordingly would be remedial. 



Claim Rejections -35 L SC§ 112 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the nncntion. and of the manner and process of making 
and usiiiii it. in such fid I, clear, concise, and exact terms as to enable an\ person skilled m the art to which it 
pertains, or with which it is most nearl\ connected, to make and use the same and shall set forth the best mode 
contemplated In the nncntor of carrying out his invention. 

Claims 1-9 and 21-28 are rejected under 35 U.S.C. 1 12, first paragraph, as containing 
subject matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. 

I'as-Cuth Inc. v. Mahurkar. 19USPQ2J 1111. clearly states that "applicant must convey 
with reasonable clarity to those skilled in the art that, as of the filing date sought, he or she w as 
in possession of the invention. The invention is. for purposes of the 'written description* inquiry. 
whatever is now claimed." (See page 1117.) The specification does not "clearly allow persons of 
ordinary skill in the art to recognize that |he or she | invented what is claimed." (See \'as-Cath at 
page 1116). 

The claims of the instant application are directed to a composition comprising a virus, 
which virus comprises a DNA encoding a Factor IX gene or a Factor IX gene comprising a 
mutation w hich renders the f actor IX encoded thereby incapable of binding collagen IV. The 
specification teaches that Factor IX encompasses all mammalian Factor IX sequences (page 15, 
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paragraph 3). all naturally occurring variants or recombinant!}' derived mutants of wild-type 
f actor IX which mutations render it therapeutically effective or more therapeutically effective 
(paragraph bridging pages 15 and 16), variants which retain f actor IX biological activ ity, 
variants that confer enhanced stability on the protein variants hav ing enhanced specificity of 
action (page 16, paragraph 3). In the first full paragraph on page 17, the specification states that 
the amino acid sequence of a human factor IX analog has about 70% or greater homology with 
the amino acid sequence described in Yoshitake et ai The claims therefore broadly encompass a 
composition comprising a DNA encoding any polypeptide having the same or improved 
biological activity relative to the biological activity of w ild-type human Factor IX. Biological 
activity is defined in the paragraph bridging pages 18 and 19 of the specification as. "capable of 
mediating coagulation of blood in a blood coagulation assay." As the limitations on structure are 
set forth only as preferred embodiments, the polypeptide need not be structurally similar to a 
polypeptide having Factor IX biological activity at all. However, because the disclosure fails to 
prov ide adequate w ritten description for even the more limited embodiments w herein the 
polypeptide has 70°< ( , 80% or 90° o homology with the sequence of Yoshitake ct the structural 
limitations will be read into the claims for the purpose of explaining the basis for this rejection. 
Obviously, those embodiments having no structural limitation also fail to meet the written 
description requirements for the reasons set forth below. 

The (iuidelines for W ritten Description state "The claimed invention as a whole 
may not be adequately described if the claims require an essential or critical element which is not 
adequately described in the specification and which is not conventional in the art" (f ederal 
Register, Vol. 66. No. 4. Column 3. page 71434). As the instant claims are limited to a 
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composition comprising a Factor IX gene, the Factor IX gene is a critical element of the claimed 
composition and must be adequately described. The teachings from the specification cited herein 
above demonstrate that the f actor IX encoded by the gene of the claims is a genus of 
polypeptides having Factor FX biological activity. The written description requirement for a 
claimed genus may be satisfied through sufficient description of a representative number of 
species, by actual reduction to practice, reduction to draw ings, or by disclosure of relevant 
identifying characteristics (see VI PHP 2163 (ii)). The instant disclosure cites several publications 
of genes encoding human Factor IX and Factor IX from mouse, canine, rabbit and bovine (see 
especially page 15. paragraph 3). The specification also teaches a variant of human Factor FX 
having reduced binding to collagen IV as a consequence of substitution of an alanine residue in 
place of a lysine at position five in the mature Factor IX polypeptide. Thus, the specification 
discloses 5 species of mammalian Factor IX and a single example of a Factor IX having reduced 
binding to collage IV. However, given the enormous scope and divergent nature of the subject 
matter encompassed by the Factor FX of the claims, these examples fail to adequately represent 
the full genus. It is therefore incumbent upon Applicant to disclose the characteristics that 
identify the genus of molecules encompassed by f actor IX. 

According to the Guidelines for written description, identifying characteristics include, 
"structure or other physical and/or chemical properties. .. functional characteristics coupled with a 
known or disclosed correlation between function and structure or... a combination of such 
identifying characteristics..." (federal Register. Vol. 66. No. 4. page 1 106. column 3. second full 
paragraph). To the extent that Factor IX might be limited to a polypeptide that is structurally 
related to a disclosed polypeptide sequence, in order to fully describe the structure of a 
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polypeptide Applicant must describe more than simply the primary amino acid sequence because 
the functionality of a polypeptide is comprised within its higher order structure (i.e. secondary 
and tertiary structure). Because it is presently impossible to envision the higher order structure of 
a polypeptide based on a description of its primary structure alone, the skilled artisan w ould not 
recognize that Applicant was in possession of the broad genus of polypeptides having Factor IX 
biological activity based on a description of the primary structure of any and all variants of 
f actor IX. As indicated in the Revised Interim Guidelines cited herein above, a genus of 
polypeptides might also be adequately described by disclosure of structural characteristics 
coupled with correlation of those structural characteristics with functional properties of the 
polypeptide. The instant disclosure is silent regarding the structural determinants of Factor IX 
biological activity and particularly fails with regard to the structural features underlying the 
enhanced biological activity encompassed by the Factor IX of the claims. Outside of the alanine 
substitution for lysine at position 5. the disclosure teaches no correlation of structure to enhanced 
biological activity at all. 

The specification also teaches how Factor IX mutants might be generated and tested for 
biological activity (see especially the paragraph bridging pages 1 7 and 1 8). However, An 
adequate w ritten description of a polypeptide, or DNA encoding a polypeptide, requires more 
than a mere statement that it is part of the invention and reference to a potential method for 
isolating it; w hat is required is a description of the polypeptide itself It is not sufficient to define 
polypeptide solely by its principal biological property, i.e. it has Factor IX biological activity, 
because disclosure of no more than that, as in the instant case, is simply a wish to know the 
identity of any DNA with that biological property. Also, naming a type of material generically 
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known to exist, in the absence of knowledge as to w hat that material consists of, is not a 
description of that material. Thus, claiming all polypeptides that achieve a result w ithout 
defining what means will do is not in compliance with the description requirement. Rather, it is 
an attempt to preempt the future before it has arrived. (See Ficrs v. Revel, 25 USPQ2d 1601 (CA 
FC 1993) and Regents of the I niv. Calif v. Eli Lilly ct Co., 43 USPQ2d 1398 (CA FC, 1997)). 

In v iew of these considerations, a skilled artisan w ould not have viewed the teachings of 
the specification as sufficient to show that the applicant was in possession of the claimed 
invention commensurate to its scope because it does not prov ide adequate written description for 
the broad class of DN.Vs encoding polypeptides having f actor IX biological activity. Therefore, 
only the described DNA encoding w ild-type human, mouse, canine, rabbit and bovine Factor IX 
and human Factor IX comprising a mutation encoding an alanine residue in place of a lysine in 
the fifth amino acid position from the beginning meet the written description provision of 35 
U.S.C. sfl 12. first paragraph. 

Applicant is reminded that I'as-Cafh makes clear that the written description provision of 
35 I '.S.C. §1 12 is severable from its enablement provision (see page 1 1 15). 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude w ith one or more claims particularly pointing out and distinct!) claiming the 
subject matter which the applicant regards as his invention. 

Claims 9 and 28 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 

Claims 9 and 28 are indefinite in being directed to a kit including the vector of claim 1 . 
As pointed out herein above, the claims read as though the kit comprises only the vector 
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component of the composition and not the entire virus. It would seem logical, however, that the 
kit should comprise the entire composition of the claim. 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Daniel M Sullivan whose telephone number is 703-305-4448. 
The examiner can normally be reached on Monday through Friday 8-4:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Remy Yuccl, Ph.D. can be reached on 703-305-1998. The fax phone numbers for the 
organization where this application or proceeding is assigned are 703-746-9105 for regular 
communications and 703-746-9105 for After Final communications. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is 703-308-0196. 

dms 

February 14. 2003 



Conclusion 



— r KETTCn 




